Anti-tumor angiogenic effect of a matrix metalloproteinase inhibitor MMI270.
We investigated the anti-angiogenic effects of a matrix metalloproteinase inhibitor, (MMI), so called MMI270, against B16-BL6 melanoma through the inhibition of the migrating and invasive abilities of hepatic sinusoidal endothelial (HSE) cells, as well as the formation of tube-like structures by HSE cells. MMI270, at the concentration of 12.5 micrograms/ml, significantly inhibited the migration and invasion of HSE cells, in addition to tube formation by approximately 40%. Furthermore, the enzymatic degradation of metalloproteinases MMP-9 and MMP-2 produced by HSE cells was inhibited by treatment with 1 microgram/ml of MMI270, showing 30% and 100% of inhibition in comparison to the control, respectively. The intraperitoneal administration of MMI270 (200 mg/kg, twice daily for 8 days) after the implantation of B16-BL6 melanoma cells into mice reduced the number of vessels towards the established primary tumor on the dorsal side of mice. These results suggest that MMI270 might be useful as an anti-tumor angiogenic drug.